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Division of DocketsManagement 
Food a&Drug Administration 
5630;Fishers Lane, Iiin. ,lQ61 ’ 
Rockville , MD 20852 

Re: Docket ho: ?f@4N-0454: Prenyrket NotS&&iti fok 
New Dietary Iagredients~ HEW 

.I 

‘fo Whom It MayConcern: 

The American Botanical Council (L‘ABC!“) is ~suhmi$ng the following 
j comm,ents to the Food and Drug. Admmistration(“l$DA”) in response to 

the agency’s gublic notice publish@  in th& RG&&.,R~gi~~eey on October 
20,2004, (Volume 69, Number 2Q2: “‘Dietary Supplemerits; @emarket 
,Noti&ation for New Dietary Ingredient Nofificatio,ns; Public Meeting”). 

ABC is a t&exempt, non-prof& research and edtication organization 
~der:sectionsQl,(c)(3,j ‘of the IRS-tax code; &C,is.a member-based 
research ancl education organization, iyith~over 3000 non-voting members, 
fsom  various areas of interest, in the ifields’ of herbs :and~ medicin.al plant 
products, including research on their agronu,m icsi ~chemi&ry, 
pharmacology;‘$o&ology~’ and clinical applicationsr; ‘as well ai their 
production, marketing; and promotion, and their utilizaticn; ABC 
,members include ,@-isu&rs, heal&x& piactitioners, -academic and 
induStria1 scientists, ,b.otanical garderis~d.~boret~,librasies, members of 
industry, government scientists and a,fEciali, jour@ i&s; and more, ABC 
publishes numerous .e&cational #materials,, including!~e&&&& a 

, quah”cerly~$eer~reviewed journal, and-,HerbClip, s hi-wekMy’~~brication 
,containing summaries and. critical revievs ,Of recent chmdal research and 
other papers ljublished about herbs and ,phytomedi&es from  the I 
scientific,~medical, and related literature. ~ABG’$&&s numerous 

\. 
j 

electronic databases ~of back. issues of ‘&&&.&&x~ &$IerbClips, and 
,* two. of ABC’s books, for health professionals‘and researchers to various 

commercial’and nonC&nmercial licensees for educational purposes, 
._ including~ the: Food “and Drug Administration for posting ,on FDA’s, 

intranet site’ for -use as a research resourceby FDA’$;employees. , 1 

A,B&‘has had a long interest in issues relating to t@:.safety-of herbs and 
related botanically-based r$eparationS in the IJm ted<States, including the 
issue ofNew Diet,ary Iiigre&ents @ @ Is). ABC i~~~grateful for the 
opportunity to cornment’oti the questions posed by%DA in its ~Feckal 
Reg+tey notice of October 20,2@4 @DA, 2004a). I : 
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ABC commends. FDA for its ongoing ,efforts to ensure the safety of new ingredients-used 
in dietary supplements and other areas of the food supply. ABC alsc appreciate&he 
FDA% recent initiatives, to further enforcethe provisions of Dietary Supplement Health 
and Education Act of 1994 (DSI-IEA) by offer&draft guidelines. for substantiation~of 
structure&nction, claims under DSI=@A, as published,in November2&M (FDA, 2004b). 
ABC urges FDA to continue to work within the,legal framework;e&blished by DSHEA 
to promote a rational system for the evaluation of the-relative safety-of botanical tid 
other related materials that are intended to be used as ingredients In diet,ary supplements: 

For several years ABC has been .concemedthat industry, media; health prr’ofessionals and 
other areas of the general public .havenot adequately understood or appreciated the 
significance of Section,:8 of DSBEA, the New Diet& Ingredient provision,(codified at 
21 USC §,35Oh). For this reason ABC published an article, on NDIs &$&$b@ram in 
2004 in which theNDI.provision of DSHEA and various~,ai;pects @s&&c Section 8 
were explained, (Noon-an and Noonan, 2004). ABC has alsp +stributed in its HerbClip 
Educational Mailing Service‘another significant article on’thesubject of ~NDIs that was _ 
published in the past year (h+Guffin &d Young, 204). _ : ._ . 

ABC appreciates FDA’s, recent attention to NDIs and the agencyls apI&&ent willingness 
to:provide meaningful guidance’in this area. ABC-believes that a robust, rationale 
enforcement pro$un by FDA coupled with effective’s&lf-regulatory pro.grams 
established by the responsible elements of the dietarysupplement in&stry can help reach 
the goal of providing the public v&h quality herbal die!ary su$plem$&s that are. 
, reasonably expected to’be safe under recorhmended (or ordinary) c&d&ions of use, 
provide he&h benefits that are documented by existing knowledge of traditional use and 
scientific/medical research, and are,-marketed with trnthful, andiiot%&leading claims 
concerning beneficial effects on bodily structure and function. ~. 

; 

Defi&g “Grandfathered” or ~pld INeta& Ingr’edients,CO1Dis)‘a$d Uffkial 
-I&cognititm of Lists of ODIs _ 

One of the primary reasons DSHEA was passed was Congress”s. response to. the public’s 
demands for continued access to dietary supplements as Well ati~i&@matim an the ’ 
benefits of these supplements. ‘@us> satisfqiing the publids demand’foi continued public 
access to supplement ingredients was a primary consideration in. the> minds of 
Congressional sponscrs of the Act as-wellas Congnzssional leaders tihen ,Congress 
passed.DSHEA, in October, 1994. Thusj DSHEA provided protections to dietary 
supplement ingredients that had‘been marketed in the .U.,S; p&r& October Is,. 1994 to 
peimit continued access to such dietary ingredients. For these’ingre#ients, no FDA 
p&market review or approval is required. Such ingredients are commonly referred to as 
“old dietary ingredients” (ODIs) cr “‘grandfathered” ingredients, al@ough these terms do < 
not appear in DSBEA. On the other hand, the DSHEA established a~,mechanism by which 
certain “nevr( dietary ingredients” are subject to premar~t review and acceptance by 
FDA. Section 4 15 of the Federal Foodi Drug, and, Cosmetic’ A& as. amended ~by DSMEA, 

, 
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stqies.that the teti chkdietary i@redienti’ m-s a dietary ingredknt that bs not 
-marketed. in the Vnited States before, October 15, 1994 and does not-include any dietary 
ingredient qhich wasmarketed in the United States before O&o&r ,:15, f994. (21 USC $ 
35Ob(c)). 

During the i@ervening decade si&e,DSIIE?A ,w~aspassed, there hasbeen som.e~con.fusion’ 
in the ,marketpl&e - it least with respect: to some herbs and botar@&&rived~ - 
ingredients ,--, as to which dietary ingredients are ODIs an& which dare .$IDIs. A&Z 
believes it would be most qonstructive for~i~dustry aswell as for the research and. 
regulatory communities if the FDA’were to officially recognize a p@i$ive list of ODIs: ,’ L /, , 

: Li& of CXDI~ qr Gran&tthe&d I$gredimts~ k its Federal R&&$ notice of .O&ober 
20,200k theagency a%@ ‘the following: , , I, ‘. , . , 

Is there+n kt&ritatiye~list of dietary ingredients that were marketed prior to &tober 15, 
1994, and -therefore are not P$QIs? If Got, should there.be? &o should&mpilo such a list “. 
and-what criteria should be considered for placement of the dieta&i&gredient oi suchca j’ list? (FFA, 2004b) ’ . 

_’ 
As the Agency:% aware, the Amerioan,Herbal Products Association, the leading trade 
asso&$on representing the herb growing, importing, &nd ma.nuf~cmrmg industry, 

, publishedalist’of approximately I”,!$0 plants, (2,1j48 sep&m sp+&)‘ With the proposed 
standardiied common names 0% herb&l products sold ,in the V.S.lthit.Mere pres,um&Z’ 
sold. in the U.S. ‘p~or’to-ihe~passage of DSHEA.:‘This ,list, $&qiled$s~~ book titled The 
Amerh?an,Her~d h-o&d Assoc@fion~ He$s. of Crai-nr;lzrde,~ z;d@@&$n (M&$i~n et al.,. 
2000), 6omprise.s an excellent self&gufatory mechanism initiated by -industry to 
standa&!!e the,Common names of heibs,soId in the U,S. &nd provi.derorres~~nding Latin 
binomials ac&o$ding to :&most recent &onventions m~mod~l+ar@al ttixonomy. ‘ABC 
commends the Agency for its ,&se, and apprtipriate rei;qgrrition-of~~sself-r~~latory 1 
publication as ofl3ciaLno~&rclat@e o~cornmon names for herb,al ~i&&dients in dietary 
suppI&nents(FDA, 20(G). ^’ 

.I i L 
As the Agency is aware? according to AHI?Athis:list Fas basedoni~vitations to its 
member companies and to industry experts, to’ submit names ‘of pla& @ait the companies, 
either~sold‘and/or ,the companies or the expertsknevy ‘were soldin the U.S.” prior to the 
passage.ofDSHEA: ,( 

This work~eI+resents a compilation of submissions ,from companies involved in the trade 
of produqtscontaining bota&aIs and~l?orn experts in this class &trade. ‘lhese-were& 
response to written ,re@ests from =A @at~~~~e$fi~lly stated &a$ oqly d@ary , 
ingredients marketed #jor to October I-5,1,994 should be ineluded m such subm&sier&. 
In addition&e editors [oft@ A&PA’publiqation] in&&d spe&s th$ were t&&&t to ’ 
have been overlPoked ip this process. To the best of dur kn@edge, ,only @ants r&rketed 
prior to this date are mcluded her&, thoughheither AIJPA nor-t&. editors h&e C 
expended any effort in .inde&&dent verificatioti ,of &is ~assur$pti&. *he listing of a 
particular species-of plant in’this work is riot, therefore,. in and of its@lfi evidence that 
suehspecies‘was marketed in the~T&ited States prior to’oCtob,er 1$1994. (McGuEm et 
‘al., 2004, p. xx). 

. 
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It should be noted that while the AHPA list. constitutes a &mprelae$sive list of plant 
species putatively.sold in meUnited Statesprior to O titoberl$, l%?+,‘the list-is not 

; proposed as exhawtive; it,‘@  possiblethat it overlook4 pl&%s.that.:cotild be recognized 
subsequently as ODIs, presuming.ev@en& ofmark&ng exists toskport such a ‘j 
cl:assification; ‘The AHPA authors write:, I’ 

Similaily, t&e~exclus~or3 ofa,parGcularplant sl iou@ not l3e seenasproof ofor’an 
indication t,jat such plant was not m&eted in the W ited %&es: prior”& .October J-5, 
1994. Although every effort was made.to broadly distribute the $&tten requests referred 
to $~ve,. no evalu&ion’hasbeen.+deof the thorouj&&ss. of thisZ @ocess in identity&g 
,a11 such botanical ingredients. @ f&uffin et al., ZOOil, p. xx). 

The F-DA declined to~recognize. the AHPA list in Hetbk of Comyerce &j edit&n as 
having any~offieial status as a positive~list-of botanic+ di~ary,s~~llements.for.ODI itatus 
when the Agency offi@ ly redogni,zed the-AHPA list as an offi&l nomenclaturalguide 
for the common names of herbs sold in U‘S, &nmerce. (FDA;,&%%). : _ : ” , 

.&addition to the’AHPA. ‘list; both the’Counci1 forResponsihle N&&on (CRN)&d the 
Utah Natural Products Alliance (WPA), bothtr~de assodations repres~entingvarious 

_ 

members of.the dietary supplement ‘industry, have compiled comprehensive list of ODIs 
that is comprised of herbal/botanical ingredients~plus conventional nutritional ingredients 
‘and related compo;urn‘ds.(CRN, ‘1998; UNPA, 1999). ,) ( ,_, 
‘The &N list, published in $eptembSer, 1998, is-based-on a li~t:~~~~l~~pre~ously.try, 
the W a tiona i Nutritional l?oods,Asso&$ion,(NNFA),-another trade association in the 
dietary supplement andnatural foods industry. CRN+ mernbers~~~.more’iterns to the 
basic list,prepared; by N&FA. ’ 

*. . , 1 
The UNPA list was initially $ompiled in September 1997, ,a relatively sho6 period of 
time  after the passage- of DS,HEA. This& reflects the coinbinedco&entional,wisdom 
and the best efforts :of the dietary supplement industry and: other.experts regarding which 
dietary ingredients were sold in US dommerce:prior to; October 1:s; 1994. .It is based on’ 
,UNPA’s own research from its various members, plus it is-t&sub&quent addition of 
ingredients found in similarly<deve!oped lists fiom .,other industry g$~t&s, Le.,.’ AHPA, 
CRN and IjNFA. The @PA list contains the.names,of over 2800 d&&y ingredients 
(and their various synonyms) and.& probably the most ~comprehensivelist -of putative 

‘I 

ODIs available in one source. _, ‘( . 
“- . i j 

These lists do not containinformation~ about the types‘of preparations; who they were 
prepared (e.g.;‘mode ofprocessing, extraction, eo&entmtion, etc.). Instead, -these,lists are 
a,baseline of recognition by&e industry of the ingredients that tie+ sold in dietary 
supplements prior to O&ber 15, i 994. .’ 

A% asks FDA to retionsider its previous withholding of official recognition of the 
AHPA Hqrbs oj’C~mmer& listas an official list of bota&al ODIs: ABC respeet%lly 
requests that ‘the FDA. adopt,the. AHPA, CRN’andthe.UNPA lists as ~official registers of 
ODis,and’that the FDA recognize,.&ese lists as legitima te positive‘lists of botanical ODIs, , , 

. ,- 
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at least insofar as recognizing the possibi1it.y that any, pIant species and other dietary 
ingredient included onthese Iists~ i~~resum ?bly‘ari,ODI,~so long &  $&se ingedients m eet 
other criteria for an ODI, e;., a die&y ingredient derived fro,m  the~plant species consists 
,of either crnde-botanical m aterial (whole or‘cut or $owde&l *herb) ar a concentrate, _ 
m etabolite, tionstituent, extract or,any com bination oftheseingredi~ts (in&ding gums, 

, essential oils, etc.). -’ ’ ’ ,- .: 
> 

‘\ : 
ABC appreciates the FDA’s questions that imply a prefe&nce,:for an ‘!authoritative”list 
of ODIs in vvhich the m arketing history of-all in@edients can be positively do&nnented 
with cl,&@ evidence of sale. However, so far as ABC.i&vare, there,,are illaprovisions of’ 
DSBEA and(or any,other applicable federal’lesislation.~~t~~m~~e an’affifinattiveduty on 
the,seller of an ODI to show evidence of m a.rketin~ prior to-October 15,1994 to con&-m  . 
the ODI status of that, i@redient; i.e.,@ &  a dietary ingrediem  is not& MDJ. 1 j ., ’ 
Further,,in respoflse to FDA’s ques$ion about the dev$opm ent of an%uthoritative~~l& 
while ABC .understands. that ,such a list m i&t be able to be &onstruc&d by ti form al 

_ 

review’of each herb and/&other dietary ingredi& that m embers Of~industry and, other 
‘qualified experts believe are ODXs and thenrequiring the ty$e of evidence that FDA . 
would want to confirm  suchstams (e.g., an invoice, bi,ll of ladm g,l&ting ina catalog, an 
advertisem ent, etc.), the amount oftim e, resources, -a&expense inv$ilved @ the ,attem pts 
to:recreate such a thoroughly doeum enttid affirm ativelist&ouid be;in~ABCs,view;a . 
m isallocati‘on of resources on the part of indusb?yan&or the.Agencyand!or nonpm fit __ 
organizationsLthat m~ay be involv@ in such an undertaking This is espetiially true. for an 
undertaking of this m agnitude~m ore~than a decade’&& the passage ofDSBEA m  
October $994: Understandably, f&v,~m panies will baye:retiied rwopds ofinvoices, _ 
bills of ,lading, catalogs.and/or other types~ of evidencethatm e. Agency would $onsider 
adequate proof of sale of a purport& CDI prior to October 1.5; 1995 I$ hindsight, ABC 
would have preferred that the Agt%nFy had taken~t~~~~eadei~~~~ sug@st such an 
undertaking a decade ago, or son& reasonable airne,aRef~~.p$ssag~of DSHEA; that is, ” 
the Agency had,w,hat appears .tob&ni$ile opportunityto work.with:lndustry associations 
to com pile ‘such an “authoritative” -h&but apparently Qeclined to do so&B% -does ‘not 
believethat the initiation, of such a project is in any of the&keholders” best irnerests, 
intiludin~ consum ers pf dietary $upp&nent prod-u&s containing thqe ODIs,~Furtherm ore, 
in consideration o,fthe ex@e@ language of.the DStHEA, ABC does tiot believe that FDA ’ 
tiould have the’requisite statutory authorit$~to ,institutesuch requirem ent. : ‘- 1 ” ‘. ,- 
ABC believes that the currently available ‘ODI lists from  AHPA, -CI& and U&PA that 
have been &it *forth as de’ facto lists of &eDS.HEA grand&then& (+&Is. should be 
recognized by FDA,as of&&l lists of”~&andfathered’~, ingr$lients,;and that “all 
ingredients based on the bdta&al sketiies:on these lists should foin&ly recognized as 
ODIs, unless: FDA has credible evid,ence tothe contrary,, or ‘FDA becom es. a&are of such’ 
-evidence. 

Further, ABC emphasizes that the recognition of such a.list should not be exclusivel That 
is5 other ingredients m ight-be subsequently-determ ined to ,be ODIs; ia+of inclusi(in of a 
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particular ingredient on ‘an offic ially  recognized lis t of OD Is  sbouldnot exc lude that 
ingredient ’ s  b,eirig recognized‘ as having ODI s tatus  by the agency. ’ : 

“Law@lIy ” &l;dr@ % d. .-tie sect ig~ of $SHEG  that defings  an T&X (as set fort%  above ., 
at 35O b(c) of the USC), requires initial ‘knarketmg;’ ofthe ingredient in the US. after 
O c tober I5; 1994. ABe is  aware that in some of FDA% &cent warning letters ; $DA has 
asserted that to quahfy  for OD I s tatus , an ingredient must,havebeen “lawfully  marketed” 
(e.g.,, Satehell, Z O O I). ABC respe$fully  disagrees witI+ FDA’s  appa$ent interpretation of 
thisprovis ion of the l&w and maintai.ns  that FDA is  i:rrerr%r. Indeed,~‘prior to the passage 
of DSHEA,’ FDA ‘asserted that~numerous substances,~inc luding.bota@$ls  preparations 
such as evening primrose oil. (from theseeds, Oenot&e+g ~&en$s) .a@  blac k  currant eed 
oil (Ribes  nighti j,. were unlawful: food .additiv ,es ., Notwiths tiding t&j agency’ s-previous  
assert ions , such ingredients  are c learly  within the scope of ingredients  that:are dDIs 
within the meaning of the la% . ABC notes  that the term ‘?lawfX~.do$not appear in this  
sect i,on of the DSJIEA. If Con&&s $rad wished to i.m$ose&is  requi$&nt;it could have 
inc luded th&erm “lawfully ” to’.qualify , ‘~~arl;eted.“‘ABC’s ,p0s itionis  that, according to ’ 
the plain ‘langusge of the s tatute;, ‘@rarkete&’ W ouMmean s imply  that sn ingredient was 
“sold or offeredfor sale.” It should also be~note,d-that aningredie& neednot have been 
marketed;.as a “dietarysupplement” in-gredient, in order to qua&y ‘asan ODI. ABC 
believes, that it is  reasonable to inlerpret t+s pmtis ion to, tiean marketed for oral 
consunzption or fQ r  use ,as  a f6od aub&ance.. .” 

As the Age&y’@  well aware, one-ofthe primarymotivations for thepassage of DSHEA 
was’ the’ qm%rn aqmtig,a s ignifica& portion of the‘$opul&on that, prior, to DSI$EA 
FDA’s  interpretation of the&w-a&the a&ncy’s  enforcement poli&$.with-r&pec t to the 
sale and marketing of substanges for &ich no Daily  ~Referentie.Values  had been -  
established wasnotlegalIy  >supportable-(and/or was,&verly  ho&&). Moreover, the law 
and EDA regulations  iii;effec t$ior to 1‘994, ( inc luding I?DA”regula$ionsbeing / ’ 

-, promuliated pursuant to the Nutrition Labeling and,Eduoation Act &fl990) were in fa6t 
inadequate to appropriately  addresstbis -  c las s  of produtit&herefore~ it is  at leas t 
theoretically  possible that an ingredient niay  not ‘have been %awf&lly  <sold”, according to 

,‘FDA -- i.e., the ingredient may not have been GRAS or an approved food additive. 
Notwiths tanding, sutih ingredients  may be safe for their intended ‘use; I.e., as an : 
ingredient,in a dietary ‘supplemem In other.words, the fac t&at a die&y  ingredient may 
have been sold, prior to passage ofDSHEA’on.O c tober l&i’994 in a manner that aas not, 
“lawful” in‘.the eyes of FDA under the.inadequate~regulatory  f@ne~ork’&the’times 
should not invalidate its  s tatus(and safety) as an ODI in’today98sregulatory  s y s tem. 

L 

D@‘ining a.New’Dietary  Iqpdieqt (IW E) :’ . 

As ABC understandsthe relevant,~rovis ions  of,federal law, there are two types of ND&: 
one requires.FDA notification~and one does not. Thelaw s tates  (21,USC 6 35O b) that a 
dietary  supplement shall be deemed.adultemted. under’ sect ion 4Q2(f’$@l,re ‘;s igr$$ant or 
unreasonable r is k ” safety s tandard), unles s  it meets one of the~followi.ng ,requirem,ents: 



cl) the dietary supplement contains only dietary ingredients t&at. h&e been 
’ present in the *food supply as an a&&used for food, in a,form in whidh the-Too4 hasnot 

‘been &emically altered, or. 
‘ x , 

(2) there is-history .of use or other evidence establishing thatthe dietary &redient 
when used under the conditionsof use suggested ,in labehng~wiR r&jsonab& be expected 
to be safe’and.notibcation and Information forming mebasis efthe $afety determmation 
is.provided to FDA at least ‘75 days-in; advaneeof marketing.: ” 

In paragraph #5- of the “Statement of Agreeme$’ eons&utmg the entire legislative ~ 
history ;ofDSHEA, and:accompanjmg S. 784: @he~S’er&$vei-sibn of the,bilf that was 
enacted as DSHEA), ,the term‘“chemica~ly altered?’ for purpos.es‘of ~e#ion.413(a)(l) does 
rrot,incl,ude-the follo&ng~physical modifidat$ons: &nor loss of vola@e ,components, 
dehydration, 1yoRhihzation (freeze-drying), milling, tincture-or s&i& in water, slurry, 
powder, nor solid in suspension.;[Gongessidnal ““Statement of Agreement” on DSHEA - 
(Oct. 7; 1994); Senate. Report @.&or and Buma,n Resources Commntee) No. 1 W-41 0, 

1 Oct. 8,1994to accompany S. 7841. ~ i 

ABC interprets this to mean that not &l “ND&,’ &quire.EDA notification and-premarket 
_ review. AnNDI that is a’component offoodthathas been~presen& iri &food supRly may 
be freely market@;so long as the food in whichathe, mgre&ent is four& has~;not,been < 
chemically altered, as des$b,ed above:This *means that sub&a&es found i-n the food, 
supply, at &ty ieve& and regardless oftheir prior safety. evah&on, would be-excluded 
.fiorn the 75day ~remarket’not&ca@o~ requirement.‘ , . 

As is ‘well known, Section 3 of DSBEA amends Se&ion~201 of the Food, Drug sand 
Cosmetic Act~(FDC Act); by adding se+@ ff; defining the term “‘&e@ry suijplement”~ as ~’ 
“(A) a vitamin;,(B) amineral; (C)an herb or otherbotan$al; cD).aq-:Lamino’acid; (E) a : % 
dietary substa@e for use by man to ,su~plementthe diet by .in&ea&g.the total dietary , 
-intake, ,or (F)‘a conCentrate+ ‘metabohte, constituent, ex~~t,-or’co~~~~~tio~ of any 
ingredient described in clause (A);.(B), (c)i (D), or (E). . .“) (DSHEA, Se&en 3) (21 USC 

j §.321,::Cffs~l)(A)-(E)),;, _ I, , 

ABC is’concerned that the Agency may be attemptink to ntiowly intei-pret theGmverse 3 
of ODIs, mchtdmg tho&cons&ing of,or dgrived @&herbs or oth&&ta&als,in 
‘contravention of the FDC Act,. as amen&$by DSHEA; rxi$a.&cuJ~, :ABC is concerned 
that FDA may try to broadlyinterpret the $hemic.&y:~altere&~- l&page ,m+$ed in the 
“Statement of,A-greement” for pToses of sect@ 41 T(a)<1 ); atid. aj$$y it to se@m 
413(a)(2), to attempt to limit the sale ‘and availabihty af?ertain diet$ryingrediems by _I 
asserting ‘fne+. dietary mgredient’.~ status requiring FDA.,premarket .notification. ,’ , , 

’ ABC maintains that dietary ingredients derived from “old” or “granofithered’-’ herbs and 
) botani~als 1 that have been $rocessed beyond thepro@sses m&pne$,.m t&Statement of / 
Agreement, referencing 413fa)( 1 )above, are prop&@considered ODis. . “. _’ . . ‘_ 

L’ 



,,, 
. 

ABC’s position’is that the pro+@ of producing standardized extracts inwhich some of ti L 
thii Components of the extract we either kon&ntrated beyond t~+x$&a~~y~o&imjng 
levels of said components, .or even isolated‘fi-om their original botaniokl matrix - would 

L produce ODIsi assuming the plant f?om which they‘,are pro&tied isre~ognized as an 
CDI. ~ABC believes. that such concentrated extracts m-#or isolates- a&not I$DIsper se if 
they were- not themselves artidles of Gommerce prior to Oetober.‘l S,. 1994, s&e DSBEA 
states that any ingredient inthe form described in section(F) above is a dietary ‘_ 
suyiplement; .~us,,a.,dietiiry-su~~ment that qualifies &s an ODI by.:virtue ofthe.plant’s 

’ identity and nomenclature should not be considered $n NDI w~hen it is-extracted in suchk 1 
rpqner as to be viewed” tis a &nicer&ate, metabolite; constituent;. extrq orany 

,. combination including isolated cqn~en~ates,~metabo~~tes; constituet$,. or extiacrs’+ 
’ Indeed; the definition of &etary ,supplement in S&ion 3 of @ZIEA.(subsections ffC and’ 

’ ffF, per above) in&&s f’herb or ‘other botanical” ‘and “extra& &nr&mr&e, rnetabolite or 
constituent,“’ ’ -_ ’ ’ I ,, - 

\ 
ABC. believes. that any narrow in&&et&ion .of the ~~visioMs,of,D~~A..would, in 
.effect, potentially ,lir&t donsumer access to dietary ingredients. &at h&e beensold in one 
form or another as ODIs; but; have been either Fh~~~nti~~~~througha,~rocess of ,. 
standard&&on (or chemical adjustment or nornqlization~ & the’~c&e&s issometimes 1 
klled). ABC believes that this would ,be contrary to the intent of Congress-in the passage 

’ ofDSBEA. 
_. 

Further, .ABC notes that there aTe ‘s&ety provisions in DSHEAto: protect con~sumers.. A ’ 
_ manufacturer or &st#utor-of a dieta* kqplen@ or~dk$ry $u&$&$ent iq.j&&ents has 1 

a duty to ensure that ‘its prod&$ are not adulteratedand wotild not @$qnt’a %gnificant 
1 or unreasonable risk of illnessor mjur!y;“‘ABC .enyjh~size~~~?t~~lprOvis~~~s in Section 

&have limited applicability to I+%Is:but.a&dietary ingredi&its - ol&or new --,must __ X 
comply with the safety standards of.21 ,USC. 34$a)$Q. , ’ , _ 

; ABC believes that when, Congress wrote the term~~&mi~ly alter@, Congress 
presumably intended to mean a true modifiqnion “or alteration ofthe &-z&zq of the 1 
chemistry of a particukr ibgred+t,‘but not the, con&ntr~~~~ti’ofth& @r&ent in- its 
natural botanical matrix. : 

. 
I An example of: a potetit$ly. &ron&~s @erpretatipti df ‘the “chemic&y altered” ’ 

, provision mightbe the increasingly popularsuppl*ent lyco@5ne,,~akakutenoid complex 
found in tomatoesand~other fruits and vegetables (e.&#& grape&& kt.&~,). ABC does 
notbelieve that theeoncentration o,f.lycopene in extra& oftomatoqaste or the. actual 
isolation of lycopkne fi$ti toqFtQes& ‘21 ‘diet& in&e&&t co&it&es an HDI tider the , 
teq-r&‘ofDSHEA:” -. ’ 3 :“, 

Cr#eria for ~ethnining &k&y #an ND;T. There has beqn some-discussion as to _’ a ’ 
, whether the Agency is cckidering rec$rip~ a h&j&r level of evidencd for: tlk 

’ det~i+tion of& +lative safety of anNDI,in the,7ssda~ndtific,~~~~s fbr ND& In the . 
krticle on NDI’s published in HeibdGrurn (Noqti@.and.Ntio~an, 2@@3); the authors 
distin&ish between the levels of evidence that can render an ingredient to be %eas,onably 



expected to be safe”‘.versus a more~strkt standard for ‘food addit&$,that the Agency - 
appears to have been ;equirifig;~om.~.ellerswho submit the 75”-day m$ifkati 

:&ether notable difference in the legalrequirement~ between a food additive petition and. 
S an.NDI submission is in the .scienti,fic validation needed for &e ‘new food additive, 

ingredient. A new ,food additive.petition rn$ include ‘l&l1 rej$orts ofkrve~stigations made 
with respe& to saf& ofthe food additive,, and those report&mu& ~n&t~e~det&led data ‘_ 1 frorn%ni&l and other to&&ogytests In con~~t,.~~~NDI.subiniss~on rnktin~lude a ., . / histo* of use or o,@er evidence of safety t&t *the ‘in&&&.&l1 be reasonably, expected i to.be safe, inelud@g @ tations to bublished articles. While~~see&n@~less stringent for an 

’ NDI, it is in this tirea that ,+‘DJ$ apparently is expecti”ng more st$$iesand‘e&rieal ‘_ 
information to show a reaso~rkble basSfor safety of adktary ingredient.- Ibis. is not- 
‘found -in any pubhsbed FDA; guidance but is,disc~rnable &omthe &mrnents ,made by 

: FD& for ND1 submissiorr$n+&i& “no rezknable basis of safe@ was eited,a&he 
re+spg for reje&ion, 1t;is.a.n FDA bias that results from’tie age&$‘s understanding of 
acceptable science for other food ingredients feund to be ‘GIL&g &subject to a food- 
additive regulation., (Noonan ~d,~oon&n,~i004) 

While ABe supports and,is deeply &r&&d to efforts thathelp to ensure the:safety of 
.a11 chetaky ingredients~ and, other substan?es, in t-he food su@ply, ADG.‘b&ieves that’ the 
standards that are employed in the ‘determinati,on of suqh :saf$ty for ,the $rposes of 

’ allowing entry of an NDZ to the .m,arket must meet the criteria ikx$kd by .~ongress when 
DSHEA waspassed, i.e.?, to ,the extentthatsuch st~~ds’w~~‘~i~~“d2f~ed or imp&d, 
,and not, the standards that are aP;pfi&l to &terminethe ssfety, of food: additives or GIU&: 
substances. 

Plant Part.’ In response to,I?DATs questiorjs~about the infc&ation’that shouklbe’included 
in the X-day NDI tiotif+ation,~,#&J suggests that then&i&at&& -should&clu&e the part 
of thd~plant used; this, information is~,‘appartxitly not ,l5res&tly.requ@cl& 2 1 C&R & 190.6. 
Insofar as d&king parts ofthe same @nt usually contairi,di~~~~t~~~~3emistry and bus 
differing nutritionalbenefits an&or biologkal activity and s&e theklentity ofplant’parts 
‘is required-incall {abehng of dietary supplements~ under DSHEA; ABC believes. that 
:stipulat&j towhkh $ant part theinformation~in a, %-day r&fmation:pertains would be 
lo’gkal and appropriate. , : * 

,’ 
Histary of USF~ khe lam&age of DSHBA states that the traditjonal use history of an _ 
ingredient can be’,usefi$ as a critekon. for ,a&essmg that a&qD[ can be:“reasonably 
expected to, be safe khin its intended use. ABC behevesthat. dataon’the tradjtional’use 
of an ingredient :in a foreign Country and& any epidemioh$$al data on current use are 
reasonable and ackeptable $x&& to, consider ineva~uating the re@‘ve safety:of an 
ingredient in a$ ND1 notification. /_ ) / 
,Detailed.llrformation. for Ihclus&m in N@ifkatio~. ABCbehevesthat. it” would 
‘prubably bemost constructive to those who would,fi& an l&31 noti&atiori if the list of 
questions posed by $DA~ in its October20,2004,n&e (pp. 61682~6J683) were”partof” 
an e%panded, guidance doeunrent on: NDI notificationsto be issued bi @DA for industry- 
This includ,es questions abont the ,“Chemjcal Identif&tion of the ‘&Dp (IY+B., in the 
notice), ‘Establishing a’ReasonableI!kpectation of Safety” (I?.D: in the notice), 

, 

) 



Depending en the ingredient in question, some of the ,specificity.re~d~g ,the ingredient 
’ as detailed inthe questions ,posed.by @D-A in the notice may~or m+y&t apply to any 
particular ingr+dient. Thus, the’pasting of theso questions,’ orpossibly an expanded 
-version thereof, could provide,a-party filing a .notiS~at@n, with proper and adequate 
g$danGe:on what ty$ of information to include with .the notification to supl~~ the 
safety of the NDIl ’ ’ .: ” 

Guidmice Document v. Reg@at&m, AJ3C b‘eliev@ @at .the publi&$tion of,? guidance.. 
document-from FDA that clarifies the agency’s current ,thinking on the~quahty and‘ 
quantity of.data,required to~establish reasonable expectation ofsafety ofNDIs in ‘the 75 
day notifications would’be preferable to theissuan~eafr& regulations: 

Skfety: .Bisks tid @enef$ts. ABC re.&gnizes th&in,general the vast, majority of herbal 
ingredients used in <dietary supplements have’ an excellenr.recor&of safety when used 

_ responsibly and in accordance’with labeling direotion~~ At: the,same/time;hotiever, ABC ’ 
also retiognizes ‘that .herbal diet~ary ,ingredients often eon&in naturally&c&ring 1, 
pharma&ol&ically active compounds, .whic]i, in4irc’id~~y;-arXdi;titrelxyj,andJoy 
synergistically can produce~potentially adyerse -effects, partic&@ when used by persons 

, with specific ,medical ,con.d&ons ,&n&or ‘by &ertain $ersons who ,rnsy- &o by using j 
conventional prescript&n an&or nonprescription meditiatiuns.~ A&2understa&ls .that ‘. j 
such information, when available,.and wh& applitiable to &n ?+I%, &rould be considered 
dur&the IDA’s evaluation of @, NDI noufi~atio~ but that:@% sa&& data nee& to be -’ 
ass.essed within the context of &proposed quantities of& ofthe EjDI land&e 
ingredlent’s potential benef?t~~expressed as-how ingredient most &-ob&ly will’affect the 
s.tructure or fur@& of Ithe, body ,of prospetitive users, ABC aisq a<knewledges .that under 
tht: &rent regulatory system for herbs,:related botanic~~~~~~ucts,arad.other’die~~ 
ingredi,ents, there is no rational mechanism available for,the,eyaluatitin and offi& ’ 
reco,gnition of benefits~ for this.class -of substances.‘~Accordingly, A,E&isconcerned that 
the agency may employ a proeess to evaluate the &&%rtial risk of an ingre,dient that is , _ 
the subject of an NDI, notification 1Kifhont~nsidering~the &ential &k in relation to a 
.potentially countervailing benefit. 

‘. 
Further, as $rtoflts ongoing? public educ&ion efforts,- ABC has developed its Safety 
Assessm.ent ?rograrn in ‘$4&h ABC ‘employs s peer-review ,pro<ess to evaluate the 
relative safety of-herbal’ dietary in.@edie$s .for u&by ~manufa@e$ of herbal- dietary. 
.sup$ements in ,the dew$opment of directions ,for use, ;wa.rnings, a& other pertinent 
information, for dietary supplement labels,. company .Interi$et sites, ‘a$~otherappropriate 
means of ccmmnmication, To date’, AI@ has evaluated ‘about two, d&&n herbs for their 
safety as -dietary sup&ements, with r&qgnition of th$ir potential risks as well as proposed 
w,arnings ‘for herbal dietary suppl,&ent, product labels, as pr&i&d by Sect&& 19 of 
DSHEA. This information is licensed,by -AI32 to various’qomp&nies.for their fur”lher use, 

A& is grateful for the opportunity to.~le,t~ese’cdmments.and looks forward to the. 
possibility of ,working with the ‘FDA and all other interested parties to%ards ensuring the 
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safety of dietary &pplement &redients by est&ish4ng a mea&g&l, qnd ratienal 
/ standard of regulation for NDIs.” ~ ” . . 
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